We describe a 25-year-old patient suffering from vaginal outflow obstruction which presented as secondary amenorrhea during hormone replacement therapy. The patient had undergone bone marrow transplantation for acute myelocytic leukemia, which caused ovarian failure. Oral mucositis associated with a chronic GVH reaction also occurred. For 3 years she was treated with HRT and had regular menses which gradually ceased and were associated with dyspareunia and abdominal cramps. Abdominal US examination demonstrated hematocolpus. Sonography guided adhesiolysis of a dense vaginal obstruction allowed free drainage with histologic confirmation of a graft-versus-host reaction. The possibility of vaginal stricture or obstruction should be considered in all patients after BMT who suffer from graft-versus-host disease.
Secondary amenorrhea occurs in the majority of patients treated with high-dose radiochemotherapy followed by bone marrow transplantation (BMT), as a result of ovarian failure. 1, 2 Ovarian failure rate is influenced by the patients' age at the time of chemotherapy, by the type of the primary disease and by the chemotherapy regimen given. 3 Since many of the patients are young women during their reproductive years, hormone replacement therapy (HRT) is usually recommended. 4 Menstruation induced by HRT shows that chemotherapy or BMT does not affect the endometrium.
We describe a case of secondary amenorrhea in a young woman who suffered from chronic GVH after BMT. For 3 years she had HRT-induced menstruation that gradually ceased combined with the appearance of dyspareunia and period cramps.
Case report
A 25-year-old female patient presented with secondary amenorrhea of 6 months duration, dyspareunia and abdomi- nal cramps. The patient had undergone an allogeneic bone marrow transplant for acute myelocytic leukemia (AML) 3 years before. Following transplantation, she had suffered from graft-versus-host disease (GVHD) affecting mainly her oral mucosa.
The pre-transplantation therapy had caused secondary amenorrhea. FSH and LH levels confirmed ovarian failure. Menstrual cycles were successfully induced by (combined) oral hormone therapy. The patient had also suffered from dyspareunia after BMT. Three years after the transplant, menstruation ceased gradually despite continued hormone therapy. Her dyspareunia worsened and periodic abdominal cramps occurred. Pelvic examination was not possible because of severe vaginal tenderness.
Abdominal ultrasound (ATL HDI 3000 3.5-7 MHz) revealed a normal sized uterus with regular endometrium. Ovaries were bilaterally small without follicles, as expected in the presence of ovarian failure. A prominent fluid collection was found in the upper part of the vagina. The fluid was not clear and suspected to be a hematocolpus ( Figure 1 ). Under general anesthesia, vaginal examination revealed obstructed outflow caused by thick adhesions. Vaginal drainage was performed under sonographic guidance in order to avoid bladder or rectal damage, with the expulsion of old blood. The tract was gradually dilated.
Histologic examination of the obstructing tissue confirmed the diagnosis of a GVH reaction including ulceration, lymphohystiocytic infiltrates and sclerosis.
Following the procedure, estrogen therapy of a higher Figure 1 Ultrasound image of the obstructed vagina (vag) and uterus.
dose (combined later with progesterone), was initiated and repeated vaginal dilatations were performed. Hormoneinduced menstruation reoccurred, and the dyspareunia gradually disappeared.
Discussion
Acute and chronic graft-versus-host disease are unique complications of allogeneic bone marrow transplantation, occurring in approximately one-half of patients. 5, 6 Chronic GVHD occurs in about 25% of patients surviving 100 days after allogeneic BMT. Chronic GVHD is probably caused by an autoimmune response against the host and may involve different epithelial membranes in a manner resembling that of collagen vascular diseases. Reported clinical manifestations include wasting, keratoconjuctivitis, buccal mucositis, decreased salivary gland excretion and many others. 5 Genital infections of various etiologies have been found in association with GVH reaction. 6 Corson et al 7 reported five cases with gynecological clinical manifestations of GVHD. All five patients, ages 16-28 years at the time of diagnosis had secondary amenorrhea after allogeneic BMT. In four of them, levels of FSH and LH returned to normal 2 years after therapy. Vaginal strictures and adhesions were found, with collections of old blood in the uterus or vagina. Surgical drainage was performed with a satisfactory outcome.
A case similar to these was recently reported by DeLord et al. 8 A young patient presented with hydrometrocolpus a few years after allogeneic BMT. She had had a short episode of acute GVHD after the transplantation, and showed no signs of chronic GVHD. The diagnosis was made with the assistance of ultrasonography, and was followed by surgical drainage. The patient required further adhesiolysis and dilations in order to maintain vaginal patency.
The present case experienced gradual cessation of menstruation while taking HRT. The amenorrhea was caused by vaginal outflow obstruction produced by a GVH reaction of the vaginal mucosa, as confirmed later by histologic examination of the obstructing tissue. During the first 3 years after BMT the patient had had regular HRT-induced menses which disappeared gradually with the development of the hematocolpus. This late, unusual disappearance of menstruation during HRT in a patient after allogeneic BMT should signal an alert especially when it is combined with abdominal pain or dyspareunia.
Manual vaginal examination of these patients at this stage is almost impossible. Abdominal ultrasound is therefore the examination of choice when outflow patency is questioned. A fluid collection proximal to the obstruction can be demonstrated and a hematocolpus and/or hematometra can be distinguished. The second advantage of sonography is the accurate guidance it provides for the surgical drainage of thick adhesions, reducing the chances of creating a false passage or perforating the bladder or rectum.
In summary, cessation of menstruation during HRT following BMT and a GVH reaction, particularly when associated with dyspareunia and periodic cramps, should raise the suspicion of a vaginal GVH reaction, stricture formation and obstruction. Sonography provides an accurate and simple method of diagnosis and also assists in achieving complication-free drainage.
